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*»W#e>tt»t&^ Al (OH) a^ea^^^fe^^r^tttB^^^/^^ 

L^O&^flMR&Sft.&O^fcfe-T, JH»©*Bfilfc Lfcspecific airway 
resistance (sRaw) ©±##^jSl;i2 1 & ± 4 £ £ LT~#I4 Kl 

.fcfifc.*^ 5 ^T/leukotriene D 4 ©,&*K:^LP¥ K:a&T5#^iM£©/C 

ffi^.tt, fet^ttffiM i LTfftfe 5 r t as^&SJvtVS (#M¥ 9.-2 
2 7 3 8 8-^«i3J:WII?l 0-1 3 0 1 5 3#4St«0. L^LftiS Jf-g- 
4 3 ~ 2 0 ©3|ft£t//Xfi«*t©# U fL^-SW^I-SftT W^-ffffl © 

sbe©w* . ■. 

Jf¥tm\*, mk.\fT v^- HiJMfcfc if ©T wv^-£ji©?&ge&tfW©fc 
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whs ^wm^^u, m^3~2o<DmftRu/xiim&(D# y 

»PJ©mT W^-3?lft, 7 v/v^-il^S^Xttf^ t Utflt 
iSTft, 7 wi^-gi&as t UTIi, 0fl£ftY T Wl"¥-tt*£fc if© I 

&$. L< ft, #y A»^^fe^5K«¥ffi^fcS?LSfettllff»lJ:j,r-|Lafe*»b 

u < at-g-ft 3-2 o .©itM/.xiiito?K y %mm^m\ts %m 

7 * "7 h 2/7 7 ^ U p H 2 -3 (O 2 5 ~ 5 0 

©r-fe K= h y /M^TftTi^St^, P H 2 — 3 © 9 0 If%£li;07t h - h y 

£?3;L< ft, .»7A^nvI«07^-^ ODS^7A^7'^77 

*35SO$ b^£ij<7>{tij^j;ftft\ V;^-HXIiKT' tfa© 
'*iS©^i:»JofllICi^ SS^g 3-2 o /aat^tf/XfcgtftosK 
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mz ft, ^t»^ionsfe#iiR©itetb0Sr^"t. gmc&v^-u (a) rax^j® 

ttffl*-COAl6rtaXH:J:Sfl8lf^ (0. 6/igief/0. 6 m g A 1 (OH) 
a'/S&fe) (B) tt^ ^^CiAt i (ll 3 ! . ! ' 6 m g /I 

m/U) (C)ttCPL (100mg/2ml/kg) Xfttf (2 

ml/kg) ©gPS4^U (D)'l5 2i¥ (A&tfB) fc##J&^U; (E) 

Ttlspecific airway resistance (sRaw) ©M^f^fc^^FTo 

5 specific airway resistance (ste*) 0~fett©#Jnte*H"5 C P 
1-o . 

EI5-Hu JSfF&A^y H-fcv^T2 3[IIl©x^:&^A&#KJ:9f£3§$ft 

jf&mofor wi^-aiitfu it-a-g 3~2o © at^tr/xtt:^©* y 
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Kfomm^zy im, i n>. 1 1 isl ^ivi©4Si^i^tv^5 0 

1 17 V/v^-H I g E WS^t5ac;T% »M> I g E#£3U £>3^ 

J^tC^^^S^^^aitm 4 8-7 2 ^MlO£E5^ W^m^tt^^mK 
g E^fr^B^^HSo I g E.tfCficft, JMM^ 0^S^_hoSSfPft I g E 



5 



• 



# 



PCT/JPO 2/00079 



WO 02/055091 



5 iK # t ft I M T - SiS £ ?S H t ir Z> m& <D ft m& . i £M "t" 5 

Ef&ra; *g££ 3~2o ©^rti*^^-r 5 3j> y sLKos-a^-cfc 5 r £ ^E^-r 
m-s-g-zmi- wh, n=3~2 0) o 
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I II 

CHo 0 
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tt, %MtemW®tL-%m^l$Z>o uiT*f 5 rustic: j fcfi, tfysjfe 



^$tb5t>0-ett*V^ % #H¥9-2 2.7 3 8 8^&#, 0 

- 1 3 0 1 5 3 3;7cte#lt^ 11-398 94 *K*B* Clftb £>4#?F 

- j: v) m±\t. m&g. 3-2 o om^Tf/xYzm&ox v ilh^ 



-JKTklg'g-aSfis fJ±~lmmHgggOiffTv 110~2 10°C, ■ L 



Tfr'5 l>\> ^SNpWtt»iaS!3tT?#-5^> 1-20 R#P^ 

mH 3 mmH g tWEET* £ t \'Wflg&)&m.*m^5m&\t,WZ.tty 
1 4 5°C^1 5 5°C->1 8 5 < Ci:#?g.i"5-tdS - etSo- ^f-«, rtlfetr&a 



+ xi 00] t>K Mz-&7 0%U±, K»8 0°/oE±, 

£ ?> L < » 8 5 %SLLs £ 6 fcif* L<ft9 0 %£JLh,#K:#£ U < 9 5 % 



< »41 3 0-1 9 0 V.<OtEM-?ftt>tlZ>& 
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^^ii:T N mt\i, 1 4 5°C-C3rj±lr3B#P^ 1 4 5°CT'l 5 OmmHgT'3 
15 5 °CT* 3 mmH gt'3 Rfflfl^ 18 5 °CT 3 mmH gf 1. 5 

y — /u&Jnfc, iSi® LtMMltx^y -/t-fcJztfy *y ^/hsj^-^b 
y £ y -/u-sr^Sr#5BSKil4, JKTMf-g-S^OSJiSS^ftS:^^ y — A** J: 

y ^ y -/vt ds, -^<7?g£o^ y -a- t y * y -^©jt^niS^R^f 

#l;tff^y — /V : y ^/-7U=1 : 9T^5 0 fc*5 % &&&& 
•1-5 r t d^t^^ff^TK^^^S^M^^^T^^ y -/v^MU 

±f5-e#fc*ifc=* y -/v • y ^ y -/i^^;fr£$fg# 7a^^f ?7?4 

L v if p H2~3©2 5 ~ 5 OaS%^Tir K= h y ^7KM«t5 
£I&*U jfcV>-C p H 2 ~ 3 CD 9 0l*%^±©7t h ~ YV 7Wjt^, b 
< fit 9 9lt%K±©7-t b- h V /isfcm&itm&LX < 5I1#£K3&T5 t , 

f 5fcae>©S'Jjfei LT«\ ■WA.Hu #M¥l 1 -2 6 5 7 1 _5-5-^»#H:fB«$ 
fltc^m (JifeB ft*) H.1t\tfem¥- 1 1- 2 6 5 7 3 2>K*B»tiaR$'tl 
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tfcioTgMfcfljM-y =f^-^rS£5tf 5^fe"C-fo5. £-££JS£'^J6 
-Toif"3\ y f-£-Mfr£4& (RYL i) ©ft^ffi^Hu y^^Kl^^fcD, 
1-0. 1^/K jff"t L<fiO. 2 — 0. 3 J E-/v©«'&T?fc5. ®SiBj[»4-l ' 
0 0~0°C, #S.L< li-7 8 5 0 t C-efc5o -7-8- — 5 Op© 

/VOy^-Mfr^ (ROL i) (5£f\ Rft^Sifcl - 3 ©TATA'S) 
rf-v-Oflj-g- : 8 0~8 5fi4%) — U -Mfc^ t UT t 



^<D^mt, ( i) ?L^£3 5 0-4 0 OmmHgWjE^^frtl 2 0-1 4 
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(i i)SIl»IS^7l0t»^l 5 0-1 6 0°C<DMic«L, 
«££ff;*j£teE5££0-. 5-lmmHg/^l 5-2 OmmHgftlT$ 

«ttiK**U '&EU&fej3& 15-20 mmH g IcfcTSL llJE^&fkRtfSJSiB. 
115 0-16 O'CKfeV^T;* btSJt&SrlfeRU-c'il^S^-y £rififc# 

(i i i) i|2j)DilWl 0. l~3mmHg©JEM#t'15 0~l 

SJE, ^L<tt3 0 0~5 0 0 mmH g % i 5 L < tt 3 5 0 - 4 0 0 mm 
H g U - OJE^^TfciSV^-C, 1 0 0-1 4 0 °G\ #5 L < 1 3 0 

-14 ot©iiidDito©^iv\r©IiJPiiSt©S£fci:^il-s 

ftfc*E.&, ^Klil45~180U i*)'»*U< S1 5 0-1 6 0 o CO?S 
m^JimTZ) bth^s fcfci±t>* 10-50 mmH g s L < « 1 5 - 2 0 
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36 U J.oRj^3S^^ftfe5fcfeM. 0. 2 5~5mmHg/^ fftKtt 
0. fc iSfi^tt^STfeS. tulBtaHJ: 

f 5 o - ©^07JP^B# ffl tt, 3 ~ 1 2 H#ffi , & * L < Y£ 5 - 6 B#H&;r? 5 0 
lufSm 2tJDflXS^©^S^ J: 5 x 3-3 0, L < 3 - 2 

H^t'Il 7 0-8 0lt%gST'fc5. 

±El2MltH7t, i3jPiHl^^T, SJ^i±^/^0. 2 5-5m 
mHg, #*L<«0. 5~lmmHgl^iU 14 5-1 8 £±£L< 

si 5 o~i 6 o*c©i&$-c£ ^^as^M-Toc swrafi3~i 2mm< 

0ti L < \t 5 - 6 «FWT?fe 5„. £. <D*§^ £ C 5 giJ^7K t> § ^ 5 0 - 

HUfEm3MimT^SJC&i-J:t)x ¥^Mt3~3 0, &£L<&3-2 3 

-c\ 'i>*omft*y =*v— '©w^-a* 9 oir/o^i, j?SL<«9 9M%^±^ 
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£!k ,£#g!k ,#jg#Jft£f#^tf bftsa^ rn6KHSSS*i/5^ittfev\ 
- ^ y v ft }> (D -7 u-s < -m ft if *m v ^ xWtt 5 r. 1 # -e # 5 . * fc\ # y -t 

7° o fcVUr^ o % if 7 f - y ft 2? ©££*9 JlflSBfe^^ vvt-ft ZoRftfe&M, 
{f. V ± V> ft if (D PT2KS ft if £ Jl ^ 5 i £ # X # 5 o 

^ft^B7M4g^ 

o ifrg-ft ^ b ft 5 zKtefllftfc if ^ -0£«pM-r 5 r. £ & x § 5 0 li f*j&# 

'©fcfeo.sgjaw:. - z**m, ^mitm®. xtty-mit* z<o 
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ft^^.5rj:^T^oo m*thx\t, M^m^at, %mxfc?: ] j ±v 
^»j^^s yy=-^® N 7v^-i v m, ja^^, -jftasw; » 

WrS-Wt, i^Cllt^fS rife -et 5o *^©&ft»ft, -bIS L 

fc^^T*foo^ 0 y fL^^«^aM*^l^^v^f 5 ft5^K^ .^Rtfin; 
2^»j ( ^ y f /i> y ^ # v $ a n f- v T'^&* r^yr^jy^y^ 
y f- y ^/^^ y = -/k -f y ^ N ^BffW^J 

l^yfb^^, ^b-^-yv^-^A, |U^D/v^>y-^ v Viv^y 

*° y t ^ y j^m, tfyrry ^my~?\ *° y ^-^7/^-;^ *° y tr=/v.tr 
riis-et-5^ N -l^^n, LT-aSD i~i 0, 0 0 

Omg/kg, |ftL<lilO~2 0 0 0mg/kg, i Wff L-<ftl 0~2 
OOmg/kgT'H' ±lE&4*©M£!!£-0 1 ~4 Elto^ttTS#1-S 
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«f§ » $ ■& ^ n-a^ 3~2o ^a^t^/xii^o^ 0 y %mu&vo%-% 

■ 

^7.^; M^p n n^^S^App^r^tf 5:im.5. fcsvst, #36#! 
O^xT W^-tfoi-fp fife b $ 5 mm<D&lk& tr^ftt S 9 < ■•=. 
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3 ~ 2 o ©it^i^/x^i^©* 0 y Mii^cQmi^ §e jf , mst* . 

0 . 1-2 0 11% i0^L<ttO. 1 ~ 1 0 S*%g&-?£> 5„'.' 
tfp n c lut^ii5# y fLM6a^*©*tt, #3133 P @ &o t -TZfoT ISA'S?— w 

mmm i .• # y ($jlt. cPLt^ts) 

-7 y h A-h - & — \Z. Jfc ft 7t ± 7 -fAs 7 7 * = fc L - ?L^? (D -fLft mA L 
TV>3 t ©) 5 0 0ml ^Atbfc 0 S!t.#* 3 0 0ml /#©ifcART*St#«:?T 

v \ *g ai* tt^ia l ?t Tmrnam zmxmmm%stt v y * = t » § * # & % 

1 4 5 °C-C- 3 ^IWJnfftLfc. 3Efc"l 5 O.mmH g fc«JE LtPtS^t 3 ff^M 
Vtc'& s 3mmHg©»ETl55tt*3^ ft|H3mmHg©iffTr8 

#bnfc^°y?LM^i o ot?m«-t,, x^A^/wi o om'i \z&\^t*?s — 
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;V4 0 Om 1 **tl^tlMttm®% Lfc D Z.fh%t? 0 0ml <$\ZM 

~ h y As\z.mm.u 200ml mm .tut, 

^£>jl», fft¥«LMODS^7^ (TSK ge 1 0DS-8OTM) 
0. 0 lMM^ttf3 0% 5 0%j3it/l 0 0%7± h- h V (p 

H2. 0) T^TS'^^ X^fitU, h- h y/n 0 o%^tHii^-efc5 
3*f y fLlfe (f^3~2 0) £#7c„ #b^f©Si^^^ F/^1M£/T 

1. , 

4l»OHa rtle y^'S^/^y h ( g^^jx^V-) £HEffl L>c 0 

2. » 

M LfcMjIiM^ 1 T«iL7c:* 0 V (CPL) T^5. CP L 

lOU- 10'0mg/2ml tLfc. 

3. »J:^7^a^y .K 

Jif££l3:> gE$& (Takeshi Nabe-fe, Jpn. J. Pharmacol. 75: 243-251 (1997) 
OTakeshi Nabete, Inflamm. Res. 47 : 369-374(1998) ) (C^oT{tMl^C*=¥TO 

*?3.*l/-Y\t^Wffi'<D&fa (Takeshi Nabefe Allergol. Intl. 46:261-267 (1997))' 
^oXf^Lfcaluminum hydroxide gel (A 1 (OH) 3 ) £Mbfc 0 

X ¥7£Mi±5#EJf: t A 1 (O H) 3 <P @fc *fr»* gE ffc (Takeshi Nab e {ill, 
Jpn. J. Pharmacol. 75: 243-251 (1997); R U Takeshi Nabe \$L , 
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Inflamm. Res. 47: 369-374 (1998)) fc^V\ S#T®A 1 (OH) 3 <D&mik&k 
(2 O Om g/m l ) JC^^^WetJi (20 0^^ Jt/m 1 ) 

a i (oh) 3 \z&%$ttx*im&m$im% ; e/^y hoM^?u-i 0 20, 
7 s wjiitt-e/fe#r 5 - £ «t 5 1 mm^ 1 @, 

S'M (Takeshi Nabeftfc, ' Jpn. J. Pharmacol. 75: 243-251 (1997).ejBftLfcfc 
o) SrJBV^ I^WTO^/W y f ^^^©3&^SrS«!ftX$*5i. biz. 
X 5 s Sr 2 3 0 § * O'il L fc. 

5. < L^^cofflS 

A/^m&^tl^V^ fttfSEftOaiD-efc* (Takeshi Nabeflfc, Inflamm. Res. 
47: 369-374 (1998) )„ 
6 . 

*¥?E8HRAU: «t 5SJtSiKjB^«5.*Jfite^i:©*gS t Lfcspecific airway 
resistance (sRaw) cDzIJaeE^ two-chambered, double-flow plethysmography 
M Lfc#^tgP?MJ^g (Pulmos-I, M.I.P.S) £/§^T?rfcofc 0 : 

7. ■ fc*>$V©£*fcaH-5^tt©SlJ£ 

t^^5 ^^>^*li:*fi--5 i EJtStt©ai'^tt, SE« (Nobuaki, Mizutaniflfe, 
Eur. Respir. J. , 14, 1368-1375 (1999)) fclpUTflfcofc. "T^t^ 23@ 

nostril (2 0 a 1 /animal) -e^#J^P^|C2 0 ftfflmxMik&M Lfc 0 £j&<£> 
LfcsRawte, Jtn-^tb©^* 1 0 #&KS9^ Lfc„- 

8. mo(D^ (HI 2) 

CPL (1 0 0mg/2ml/k g) fiSJ^S^ 2 3 0 g <D 6 0j&j&>& 1 0 1 
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ttfc (^lj3iI^H3) 0 @ 3 Kl&Vvu 1 51(11 6l©^f>ll?) 

TMkM ( 3 ~6B#W) (ClfeftS specific airway resistance (sRaw) (D±.^-(DRjfc 

'&mTmm (auc) 

s R a wjQjfflP 

ii mm - %m 

[AUC (0~3B£Eg)] • [AUC-(3~6ff£Pa)] 
A. 1 6 2. 2 7 + 0. 36 2. 0.1 ±0. 43 

B 1 5 2. 3 0 ±0. 4 6 1. 9 9± 0. 4 6 

#jtfll 51(11 6HCD^-^ilj^©^±S. E. ; &a*-f„" 



9. fcfH£8)fl|*f 

Iftf^Slfllft, Bonferroni' s multiple testSr^V\ fe&S* 5 %5fc*% 

(fME<Z>J&fc) 

i .• Jt#mx^i-c p l ©iPf 

£o^T©JifcBt£:*1"b EUfc&V^ CPL (lOOmg/kg/0/0) £ 
^tul^ffto/'Co 1 5X^1 6®O^e7 = >gj#?£0TO±S. E . 
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■fc nyhp-^^fll^ _tEPHitep<0. 0 5, SB32fi»±p <0. 
0 1 tfe5, 

0±#Sr^-ffiP^H4©*H^S» btk 3.~4B#r H m}-WsRaw(D±#^^-r3i 
3___£j_;„si8ft bti7c 0 -OZitH4©#il!^L, C P L ttip^fefc itJtgUft' 

* 2 a, „ 3 ©jifeiR&a6j£je©ii:«~ 3 B#r*mft _> 3 ~ i o ^mm^ie 
»ts-ttL-e^©*jE^st^±#©sjs*iiT®a( (auo -e^Lfc^a^ 

fo c p l ttfiPi^^.J:t^l»fto*@a{j:^u^ ^€tU&6 0 %*5«t'u? 5.0 % 

»lfti.'(p<0. 0 1) ftlU&TjkLtCa V 

^2 : jSft^l^E- <y M^&tt _ 2 3 [E]g£D^raA&^m©fuS3 (0~.3^W) 
&.J:TOS8 (3~i 0 0m) 5 specific airway resistance (sRaw) 

fti&TBB? (AUC) ©iiJlHCXffi-CPL.OjR<| 

s R a w<£>i_,t>P 

^ :• »« Bj___ ' ^ 



[AUC (0-3^)] [AUC (3-10^)1 

_z>-hn— /u is 1. 7 9 + 0.. 2 3 2. 5 5 ± 0 . 2 7 

CPL 1 5 0. 7 6±0. 19** 1. 3 1± 0 . 2 9 ** 



CPL(10 0mg/kg/@/B) Sr7'BH33li__ffil»__i-Ri,#Ufc„ 

2301 Ofc.jDRBtXS--*© 2 l£M_frl_?Tfcofc 0 _Hf&, 1 5Xf4 1 -6 SO 

p < o. oi-ejjs. 

2. <U^©»MtCPL©Ii 

PL©B#}_o^T©^lf _-_3 5.{w^1- 0 05 t&VN-C, CPL (lOOmg/ 
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E. Sr.^i~. 

J^lt^^-to JtSfctt 2301 ^»IAS^^) 2 B ;^fcfr*o 7t 0 CPL (10 
Omg/kg /m/ 0 ) 4:7 3 HI-* 9 MfftlCig P Lfc„ S#©&4-fi 2 
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